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Sir: 

The following Supplemental Amendments and remarks are 
respectfully submitted in connection with the above-identified 
application in reply to the Office Action mailed August 23, 2002 . 



In th & CI alms ; 

— - . Please add the following new claims: 



--64. A helper cell for producing an infectious, defective 
alphavirus particle, comprising an alphavirus-permissive cell 
transfected with RNAs comprising: 

(a) an alphavirus replicon RNA, wherein the replicon RNA 
comprises the alphavirus packaging signal and a 
heterologous RNA sequence, wherein the replicon RNA 
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furthermore lacks sequences encoding alphavirus structural 
proteins; and 

(b) at least a first and second helper RNAs separate from 
said replicon RNA and separate from each other, said first 
and second helper RNAs encoding the structural proteins 
absent from the replicon RNA; 

with said first helper RNA encoding at least one 
alphavirus structural protein and not encoding at 
least one other alphavirus structural protein; 
with said second helper RNA not encoding said at least 
one alphavirus structural protein encoded by said 
first helper RNA and encoding said at least one other 
alphavirus structural protein not encoded by said 
first helper RNA; 

and with said first and second helper RNAs lacking the 

alphavirus packaging signal; 
wherein the combined expression of the replicon RNA and the helper 
RNAs produces an assembled alphavirus particle which comprises a 
heterologous RNA sequence, is able to infect a cell, and is unable to 
complete viral replication in the absence of the helper RNAs due to 
the absence of the structural protein coding sequences in the 
packaged replicon. 
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65. The helper cell according to claim 64, wherein said first 
helper RNA encodes both the alphavirus El glycoprotein and the 
alphavirus E2 glycoprotein, and wherein said second helper RNA 
encodes the alphavirus capsid protein. 

66. The helper cell according to claim 64, wherein said first 
helper RNA and said second helper RNA both include a promoter. 

67. The helper cell according to claim 64, wherein said replicon 
RNA includes a promoter. 

68. The helper cell according to claim 64, wherein said inserted 
heterologous RNA is selected from the group consisting of RNA 
encoding proteins and RNA encoding peptides. 

69. A method of making infectious, defective, alphavirus 
particles, comprising: 

providing a helper cell according to claim 63; 

producing said alphavirus particles in said helper cell; and 

then 

collecting said alphavirus particles from said cell. 
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70. The method according to claim 69, wherein said alphavirus 
replicon RNA and said at least first and second helper RNAs are 
introduced into said helper cell by electroporation. -- 
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